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[0 0 2 3] 

*W«B#4»^*3^t^*3$*l* l~C 6 -i 0 7'j-;vc 1 _ 6 r;v^;^SJ t« 

tuiB^ rc ! _ 6 Tfr^frm *<D&n<D&mm.?-*,mmm rc 6 _ 2 0 

3-7x^- 1 -7U}S)\,&%; t'tf&lf htl&o 
[0 0 2 4] 

2 ^W«B#4'twi3V»-c^*>$*L& r 5 ~ 1 0|Afn7V - ;v C 1 - e T^*;^ 



ffiSE# 2003-3109485 




#M 2002-352186 



^-v! 24/ 




[0 0 2 5] 
Mfcl 8] 




(55*, n^<tC>mfi-e*L-rn®jz:LT0*^^l*5tl*i->2, o R3 1^LR 
[0 0 2 6] 

fcSMtK, ftfCiH^ttl i LTfc tR5ft 

^ M&g £ f £ K ti W x_ 

(1) /m3$*>ir:J\ 

(2) 7Xm*> f 
(3) 

(4) -hnl, 

(5) y7^i, 
(6) 

(7) *^^>y;pg, 



ffiiiE#2 003-3109485 




mm. 2002-352186 



^-v: 25/ 



(8) f'J7;vtn^f;H, 

(9) 7^yi; 

(1 0) ^-T2-T3(^ % T 2(i A Ci- 6 7^I/>^ 

fifcJfJKTs x;u-7^^;i/^ N ^-o-co 

-> S;-co-o-, ^-nrT- ^-co-nrT-, ^-nrT-co- 

, ^-S02-NRT-^^(^- NR T-so 2 -Tf6^tL-?,S^U 
T3J3J;<^RT (±> ^rtim^LLX^mW^ Ci_ 6 TWI, d_ 6 
T;vn^v^ C 3 - 8 y^n7WI, C 2 - 6 TAstr-fr^ C 2 -6^ 
C6-io7V-^*, 5 ~ 1 OlAfn r U -/Hk 4~8M^ 
rn^il:tB|t^ 0 fcrtfU T 3 is £^RT(i^-eW4£LTTffigmS 

IMTPli, TKm*, y7;|, ad^VI^ C!_ 6 7Wi, C 3 - 
8 v^7^;vi > C 2 - 6 7H^H, C 2 -6 7^-^ C 6 _i 
0 T';-;V*. 5-10lAtn7'J-^ 4~8lAfni^i, Ci_ 6 

[0 0 2 7] 

7 #;v->">Am, 7^y^Ag^^7^3!f V±«^Jim N r 



tBIE# 2 0 03-3109485 




#M 2002-352186 



^- v I 26/ 



[0 0 2 8] 
[0 0 2 9] 

fH\ ^^;i/7^;^^yi, p-h^i^^^yt-^t + yi, -B 
(OH) 2> 4, 4, 5, 5-f h7^f^-l, 3, 2 -y*4MW^ >- 2 
-J^m, ^~Sn (Rz) 3(5^ RZ|iCi- 6 7;WSmt^ 0 ) 

o Ha ltti|[*JK^ ^JDK^ 3*&lS(^O^ny>j^£*(*-t-;& 0 Ml 
teTkmrn?, th'J7AJ|^ * V »>AJDBC^ »;^*AjBR\ — Mg C 1 > -M 
gBr. -Sn (Rz) 3(3^ R z ttffle£||& n********^ ) * 

[0 0 3 0] 



ffiSE#2 003-3109485 




#M 2002-352 186 




[it 1 9 ] 




ci 



CI X 1 
H 



5a 





H 
7a 



[0 0 3 1] 

[ISA 1 ] 

ftWKla) [CAS No. 1 0 7 6-2 2-8]fcft^«(la-2)*l 
Mmitiat), (l a) 0 7fi07^S(:fMtfAU 

(2 a) £#£IflT&£ 0 

a-2)^\ ^Xl-Ul(^ Xl*J:yultt1WB5©Ht^*L 
7n5K > l-7n^-3-^f;i,-2-7f>f07;vt-;WN7'j' h\ £fc 

n, N-^ W;i/A7^ K, N-^f;nfovK^ 1, 

»v^a, 7KfSHfcu^*A, Tfc^b^-hv^A, *»fi:*y^A, y 

^f;V'jf^A, V^Atf* h 1; ^f;i/yij;v7^ h y 



ffitiE# 2003-3109485 




#M 2002-352186 



^-v: 28/ 



[0 0 3 2] 

£^LT^Tfc £v>5~l OlAjDT'J-Jl'i^ a -2) t 

if ffl v> r KJ6 *fr d i 1 7& S "C 

D7 9>, ^'Jy^ N, N-y^fWA7U\ N-^f;Hf 

>\ n, N-^w^yevy «t rr, mam ( 1 1 ) , hV7 

/w*nlftMM (II), fflfbfl! (II), 3<?ltm (II) foittio#|ET 
[0 0 3 3] 

ixm A 2 ] 

ffc^ (2 a) K^n^ftajfrK/SSS-^ ft^t/ (3 a) £#&I*lT-&& 



U/K N, N-'^f 5 K, N-**-/l/fcfn»; l, 4->?^-^ 

Th7tKn77>, h^yx^^jli^, 0 t^S. 1 5 0t<7) 
KJES Srff -9 £ t # & o 
[0 0 3 4] 
[ISA 3 ] 

tt&m (3 a) ^nMttt, (4 a) *»*IgT?** 0 

LTJi#«M£*L& tO-Ctt%v^ fb£^ (3 a) ££0^* 

1 5 OTSOi^^^fcfi^ tltUli, i£|fb;vx>, r 



ttiiE#2 003-3109485 




#M 2002-352186 ^- ->* 



[0 0 3 5] 

[ISA4] 

ffrfr* (4 a) OjPTfc^fMStcJ: lb^% (5 a) i^^Igt**, 
BflW-M;*A, ^ftxbV*Afc^«>atils*fflV\ 

«**v^ic^e,os^s»t», ot^&i 5 or-cMjs^fir^it^-ei^o 

[0 0 3 6] 

[ISA 5 ] 

ft-frW (5a) fcft^»(5a-2)«:11S| i Rje$«c:ttcJ:0, (6 

> 1 - 7n^- 3 - ^f;>-2 - 7f >f OT;v^x^7^ K\ tfcfi-zn/t 

^^'>^ N, N-v^f;Kt;u7^ N-* f;l/fD >; K>\ i, 4- 

rt^rhV^A. *BMb&i;*A, «'Jf7A, ^ifMJ^A, A 

> Rm-tv^A, TK^bVx^A, 7jC^bxh'J^A > 7X^77^-7 A, 

[0 0 3 7] 

[IIA6] 



ailE#2 003-3109485 




002-352186 ^— y ; 



(6 a) Kit&qo (7 a) £5U£$-£T, ffc<£& (8 a) £#&I5£|-e£ 

o 

iJxWrA &lfciC*'*-M;«>A % JSB&*y*A^<7>&3£o:£:£T\ i/c(± 
^#£T. (6 a) fcitf (7 a) SrifcfrU 0U^150t;ofift\ RjtS 

[0 0 3 8] 

[ISA7] 

(8 a) Mt&®(8 a-2)*W&KfoZit&Ztl l z£t)^ Vc^m (8 a 
) 02ttKUfe|t»AU 4b^% (9 a) tftilgni, 
Mtf(8a-2)tLtl±, *Rl-Ml(^, R 1 £ J: ITM 1 tt miB^« 

fcT-c^Rjsaj t & *) -9 £ ^b^tf * <b ^ $ t> & warn t k n * 

gu 7-1; ^T'j-^rr/i, /k t -fv-jutn,*?* > 

^f^A75K, N-^f^tfnij K> % 1, 4-^^^ 

^S^U^A, ^i-bv^A, TkSHfc'J^A, TK^bf-hV^A, 7fC^b*V 

*A, T^vy^A, .rf^vy^A, 'jf ^Afxf'j^f^yij^^ K 

s ^ h V * A If * > y ^ -> 1; ^ K> * U ^ A tf^ > y ^f;i,y 1; 5 



aj|E# 2003-3109485 




#M 2 0 0 2 -3 5 2 1 8 6 ^- *J ; 31/ 



[0 0 3 9] 

itz^7is^j*mmm<Dm&£mmmjfteT, it^m (8a-2) tuMi 

#MgCK MgBr, Sn (RZ) 3 (5^ RZ&MVsmtm*m**X 
+*)*ir-e**ft***tfv»T, ft&m (8 a) tKfcZ^ it&to (9 a) 

-H;>K N, N-y^f H^r^ N-^fJl/en'JK^ i, 4-^ 

o***f», Tkaifky^^A, *mfb?-hy*A. *aHi:*y*A, ^mv-^a 

, KRtb'^A, mtUWA^ »V7A, **Hfc'J*-*A, TKMb^h 
V ^A, 7K*-fb*V ^A, V>^#';?A, 'j^Abf* h ^f^y'J;V7< 
h\ h V -7 A Ifx h V * f;i/y 1; ;vr 3 h\ jJ^A^j. 1; * f;k> 1; ;i, T 
^ K\ h'Jxf^Tr/fOtl, ff7nf'j7x^X7-f^7y' 7 
A. ff^/^v^A, y^yy'J f>r-fe h ^^7yf Af ^7y*7 

f'Jm7^ >\ y7i^7a7^7xnt>|©|H>J>|tj 
#>K„ 3^<^^O^m<7)#^ET> 0°C^^> 1 5 0°C<7)^E-efpffl$-^T, 

[0 0 4 0] 

ft, [IiA6] IZ&^X, Mx.l£t -7 h*isfj)\s#-)\,£<D£7%Vmm 

te*i)imztii±T$ smtm-rzitim (7a) i^ti§ 

> Miff t -7'h^y*;Wf &jfcE>fb!K* ^ * 7 - & 

Tkmtfrm ^ / - * > h u ^ ;u * n mm, 

[0 0 4 1] 



mtE# 2003-3109485 




mm 2002-352186 



^-v: 32/ 



»£\ mzoit&w (i) «^ltv>-c4> £^m.ztzi±^tih<ojmm<D$m 
*»w en mt&m (i) <7)u?t{^t (i) mmmt 

^mm^rn^ <%^^^ mmmn&. mimm^ m 

t&x&& 0 

[0 0 4 2] 

«au, mmu wm&u *?*)m, yn^j 

»>55r£flaBU JLfldflU BKTO«iJ, OTfffiftaik pHMSfflU p^O, »3RfbH 
^^ffflnci^i, -HK(c«A«H«>«jpf2: L-OHufctiSjfta-fcE 

®m$L mm. mmk momMM* ztm*.^ m 

y >\ mf^y 7 4 >m<omtim ; ^nf >wt* Kt*v ;k ^ i; * 



tBiE#2 003-3109485 




#M 2002-352186 



* * v-*.^ > # i; * ^ ~> y n e U > 7u y ? a # y -7 -^<^#®f&^J ; t K 
n + '>^^-fe^n-x, ^VT^V^Bi, tf - jj?i;.x 

TrfA, f7#>f N -ir^> N ^jc?y$\ fcKD^fi/7'nt:>^f;i/^n 

fflIE# 2003-3109485 




#12 0 0 2-3 5 2 1 8 6 ; 

m, rar/ua-A*. im, v'J^i, JlWSttau v^j&Jtau 

tmfbti, imz&mKjBc pnmmk mam. j&mmm 
mm. mmu mammm. **$>m. tzjwl. &m%u nutm 

[0 0 4 3] 

*o»»«i«ptcR^$*L-f. a#ffiv>feii4*ttfc:j: 9«n»^-?tMn»# 
Tii^o tt*wr«au «SW, ffitifth *:Ate/H&u yn y ^ hn-fi, 

mxm, mk mm. &m\. m$km\. &m\. m ^twj 
*e*«>tt#zi^ itoti, ^ ttgu, ^ • ttoaai, ml 

[0 0 4 4] 

Jft#o^ ftjg, »9W a 
J: IflAt LT 1 0 *fc «9 , ®0. 0 3- 

1 0 0 0mg,$^L<{i0. l~5 0 0mg, ^C^KIiO. 1-10 
0mg£ 1 0 1 -1k®KftVX&*1rZ 0 &Nffio»*tt, 1 ^ g/k g 

-3 000^/kg^f), ff*L<tt»3^g/kg-l OOO^g/kg 

[0 0 4 5] 
[0 0 4 6] 



£BfE# 2003-3109485 




2Q02-352 1 86 



a) 7- (2--r^-^) -3-*^)U-3, 7-y t Kny>j >-2, 6-v 



3-^fW>f>[CAS No. 1 0 7 6-2 2- 8] 1 0 0 g, N, N 
-y^fWUT^ Kl 0 0 0ml<Dm&%llZ.* 1 -rn*- 2 -7*> 5 5 
. 3ml,i7X«A'J^A84. 9g£#nx.. SIKTl Lfco R 

1 0 0 0ml <7>7jt£#nx.> £»*Clll#W*«i&, efe««»**»(|, #<b 

g#fc 0 

lH-NMR(DMS0-d6) 

* 1.82 (t, J=2.2Hz,3H) 3.34 (s, 3H) 5.06 (q, J=2.2Hz, 2H) 8.12 (s, 1H) 
11.16 (br.s, 1H) 
[0 0 4 7] 

b) 7- (2 -8-^nn-3-^f;v-3, 7-yt Knyj> 

-2, 6-v^-> 



7- (2-7^-;i0 -3-^;i—3, 7 -Vfc Kn^'J >- 2 , 6-5>* 
> 1 1 2 g£N, N-v^m;i/A7^ K2 2 0 0m 1 fc$g#U N-^nu 
="^Bt>f S K7 5. 3 g fcftix., Mi:t5ra^L^ 0 KJ6»H2 2 0 0 



[ft 2 0] 




[ft 2 1] 




tBaE#2 003-3109485 




#M2.0 02-352186 



^-v: 36/ 



lH-NMR(DMS0-d6) 

S 1.78 (t, J=2.0Hz,3H) 3.30 (s, 3H) 5.06 (q, J=2.0Hz, 2H) 11.34 (br.s 
, 1H) 
[0 0 4 8] 

c) 7- (2-7^-)U) -2, 6, 8-h'J^nn-7H-7'J> 
[lfc2 2] 



7- (2-r^-;v) -8-^nn-3-^fjV-3, 7 - *J Kn y>; y- 
2, 6-v>>>2. 5 2 g, t^vM'J > 1 0 0m 1 <7>M&%* 1 2 OVbZX 

i ^mmmwLtzo KfcmzmyLfzfe, mmv)>A. 1 sp^Atm*., 1 

ft&fttefMM**, ft»Att*K:-c*» 

(iixf;n^t> =1 : 3) tT»*U «fB^J»*2. 4 0g# 
1H-NMR(CDCL3) 

5 1.82 (t. J=2.4Hz,3H) 5.21 (q, J=2.4Hz, 2H) 
[0 0 4 9] 

d) 7- (2-r^-;v) -2, 6-^00-7, Kn^V >-8- 

[1t2 3] 



7- (2-^-;V) -2, 6, 8-f'^DD-7H-^r/l. Og£^ 
K2 Oml fc»j!?U h U *A 5 9 5mg, ^tltTMJf-?- 





ffifiE#2 003-3109485 




002-352 186 



h »; *A 3 6 6mg*intf.fco ISCtl 2 R*MR#fk KJfcjftfc 1 N*kft*5 
. OmK **8 0mlJnx.7to lz&tlB$^jf#f , fifeitiR^Sr^glJ, #£> 
fifcefeHft**, t -7f;MfJVx- r>UJCT«fe»U IKreffrfrflr* 8 0 0 

lH-NMR(DMS0-d6) 

*1.79 (t, J=2.4Hz,3H) 4.70 (q, J=2.4Hz, 2H)12.95 (br.s, 1H) 
MS m/e (ESI) 257 (MH+) 
[0 0 5 0] 

e) 7- (2-f^-)V) -2, 6-y^no-9-^f^-7, 
[it 2 4] 




7- (2-y^-;v) -2, 6-/?dd-7, 9-yt Kn^ij >-g-^- 
>4 3 5mg£N, N-y^fWA7^ Kl OmlCIiU 
15 8^1, il7X^m* V-)A4 6 8mg «r J0x.7t o MM.IZX 1 2 R#ffl*#^ 

5 0mi *nx/co n-cittma&fk 

fcSfeBttfcTfc, t -7f;^f^x-f;H:t^L, *IB'fl:*<Kr* 3 5 5mg 
lH-NMR(DMS0-d6) 

SI. 78 (t, J=2.4Hz,3H) 3.33 (s, 3H) 4.76 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 271 (MH+) 
[0 0 5 1] 

f) 4- [7- (2-??--)V) -2-^nn-9-^f^-8-t^y-8, 



ffiIE#2 003-3109485 




#M 2002-352186 



Hfc2 5] 



ci 




7- (2-7^--)V) -2, 6^nn-9-^f;v-7 f 



mMKT 9 6 B#F^f^L7t 0 «C 1 N^TK^ 3ml, 7 Jc£ 1 0 m 1 in 

7l> ^ 7 ^ (sm=-*n>:^*v>=i : 3) tctlim ^is^^^3 

1 2mg#/r 0 
lH-NMR(DMS0-d6) 

1.47 (s, 9H) 1.77 (t, J=2.4Hz, 3H) 3.33-3.36 (m, 4H) 3.41 (s, 3H) 3.5 
6-3.60 (m, 4H) 4.63 (q, J=2.4Hz, 2H) 
[0 0 5 2] 

g) 7- (2-r^-;V) -2-^ h^rv-9-^^-^-6- (tf^v^-l 



4- [7- (2-7'^— -2-^no-9-^f;i/-8-ti|rV-8, 9 
-vfc Kn-7H-7*»; >-6--f;i/] tf^9 1 

^f;V8mgS:^^-;vo. 5mlCIIU 7fc#ft^ A (6 0- 



, J>-8-t73 3 4mg^7-bh-f'j;i/5ml K$g#U fcf^v^- 1 - 



[ft 2 6] 




H 
N 



tB§E#2 003-3109485 




mm 2002-352186 



72%, mm 5mg*mx.tio s ovi,zx4mmmw^ Kfomzmamtr 
y)i> jrummizmmu mmLtz 0 ^iffl^»D7h^7^ 

1H-NMR(CD30D) 

d 1.78 (t, J=2.4Hz, 3H) 3.37 (s, 3H) 3.41-3.45 (m, 4H) 3.60-3.64 (m, 4H 
) 3.97 (s, 3H) 4.66 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 317(MH+-CF 3 C00H) 

[0 0 5 3] 

^»!12 7- (2--7*^;i0 -2-»nn-Q-^)V-fi- (tf^s; 

>-l--f;t^) -7, 9-yEKn7-)> - 8-t> KU7;^pfffeBfej£ 
Kb 2 7] 



4- [7- (2-r^-;V) -2-^nn-9-^f;K8-t^y-8, 9 
Kn-7H-y; >-6->f/l/| tf^ v ^- 1 - fc/Psi?:^ t -7*^ 
;vjr.^7-;n 5mg£hV7;l^npg?i m n;:?#8?U IlLt 
^il«^nTh^77^(:t«SU ^IS'fb^ll. 0 7mg^ o 
MS m/e (ESI) 321 (MH+-CF3COOH) 
[0 0 5 4] 

^7^>-1--OM -7 9-->^ Y?u f i] y- R - ±z , M)7,i„hngfe 




H 
N 



mSE#2 0 0 3 



-3109485 




iff m 2002-352186 



^-v: 40/ 



[ft 2 8] 



H 




0 r — 



4- [7- (2 -2-^nn-9-^f;v-8-t^rV-8, 9 

-ytKn-7H-7''J>-6-^] ^9^>-l-*^r/K t 
fr^Tfrlmg* l -^^;i/-2-kfni; K>o. 3ml«u V^nt 
T$>50 M lfcJn*.*:. 8 0ti:t4BlFW|^ EJES«t«J»L7to ME* 

-KTffi«U IRIBft-g^O. 6 3mg^#f: 0 
MS m/e (ESI) 358 (MH+-CF3COOH) 
[0 0 5 5] 



4- [7- (2 - r^-— -2-^nn-9-^f;v-8-t^y-8, 9 



6 0-7 2%, Mtt) 5mg*JDx.fc 0 8 0 °CKX 4 ^Mft}^, Rjfc«fc*ifa 



[ft 2 9] 




H 
N 



tttfiE# 2003-3109485 




#M 2002-352186 



yj-Kxmmu mmt&mi. 5 6m g ^ 0 

MS m/e (ESI) 345 (MH+-CF3COOH) 
[0 0 5 6] 

7- (2--7' ^-;M -2-^f;i/x;l/7 7 -^-o-^f^-fi 

- (If^yy- l-^^ -7. 9 -vti Kn7°u v-s-a-^ M)>7^ t 

Ms 3 0] 



4- [7- (2-r^-;i-) -2-^nn-9-^ii/-8-t + 7-8, 9 

^f^5mg?:l-^f;v-2-tfD'jK>0. 3mll:|«U 
)Vij-7?y (3 0%, 5 0^ K *7KRm*';^A5mg^jjn 

x.£ 0 6 0 o CtCT4B#F^#m> ^^^^<bT>^e-^A7X^^Jnx.> 

. 8 7mg£#£ 0 
MS m/e (ESI) 333 (MH+-CF3COOH) 
[0 0 5 7] 

MMM6 2-T7- (2 -y+-)v) - 2 -^D-8-^v-(i- 

a) 2, 2-vV^;P7°nii^>^ [ 7 _ (2-y^-^) -2, 6-v^n 
n-8-**V-7, 8-ybKnyj^9-^i,] * 




H 
N 



£BiE#2 003-3109485 




#M 20 0 2- 352186 



^-v : 42/ 



• 



[ft3 1] 




7- (2-r-f-^M -2, 6-v^nn-7, 9 -V M Ko -/V >- 8 
>193mg^N, N-y7f;WtM7U'2mli:iHU 2, 2-v^ 
^ntf*^ ^nn^^r;H 6 3 ju K i^tm # 'J ^ A 15 6m 
g£ijnx.£o !St:tl 8BfF B m^f^ RE^tc^fpm'fbT>- ; e^^A7Xv#^^ 

-Ol^LT434 mg#/Co 
[0 0 5 8] 

b) 4- [7- (2-r-^-;^) -2-^nn-9- (2, 2-y^f;^of 
jr~)V**is *-?-)V) - 8-**V- 8, 9-yt Fn-7H-7 Pi r/-6-'f 

tf ^ ^ v > - l - * ;i/sK >^ t - t^/we.* t~ )V 
[ft 3 2] 



2, 2-^*^7 p ntf;t>'m [7- (2--7*f--;P) -2, 
-8-**V - 7, 8-vt Kny; >-9-J)ls] ^;VxX7;H3 4mg 

2 5mg, h 4 3^1 SrJlIx., Ifit:t2 2 Wmmn 

Ltzo fcfcmz 1 N*fi^7]c£ 3ml, 7K£ 10ml jDx., It^^-^T^ai Lfz 




ttilE# 2003-3109485 




mm 2002-352186 



^-vl 43/ 




[0 0 5 9] 

c) 4- [7- (2-yf-;l/) -2-^Dn-8-t^V-8, 9-vHKn 
— 7 H — "/V > — 6 — 'f ;v] fcf^v^- 1 t -7fi^XfJV 

Ut3 3] 



4- [7- (2-y^^;V) -2-^nn-9- (2, 2-v7f;^ak> 
-;vt^y^f;v) -8-t + V-8, 9-vtKD-7H-^J>-6-^l/ 

mK fF7tKo77>3ral©l«(:i)|U TK^b^hV^A (6 0 

- 7 2 % s mm 6 1 m g £#D;i> M^^T 3 mmmwLtz 0 fclBmiz 1 N*im 

7K3mi *ijuz^ wm^^-cmmLfz 0 nhfitz^mm^ms.m.m. vv*r 
^*7A^t37f^77-f- (g^j.?-;u : ^^^->-= ! : 3 ) \zxmmL, m 

%Z\t^*2 9 4mg#/r 0 
1H-NMR(CDCL3) 

1.50 (s, 9H) 1.81 (t, J=2.4Hz, 3H) 3.38-3.42 (m, 4H) 3.59-3.62 (m, 4H 
) 4.63 (q, J=2.4Hz, 2H) 
[0 0 6 0] 

d) 2-[7- (2-7*^-;u) - 2 -{7 no- 8 -t^V- 6 - (fcf^v^ 
-1--T;v) -7, 8-7t Kn/'J > - 9 - ;^^>7*- b 'J ;i/ h 
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002-352186 



4- [7- (2-7*T-)V) -2-^DD-8-t + V-8, 9-ykKn- 
7 H-7 0 '; >- 6 kf^?9^>- l -#;w-K>^ t _^ ;VJ1 ^^ ;V/ g 
mg£N, N-^f;wt;VA7U'0. 5ml(^J|U 2- (7n^^f;i, 

MS m/e (ESI) 422 (MH+-CF3COOH) 
[0 0 6 1] 

mmi 7- (2-7^-;M -2-»pn- 6 - r^^^>-T-^,u 
[ft 3 5] 



H 



4- [7- (2-^-;i.) -2-^nn-8-t + y-8, 9-vfcKn- 

mg£N, N-^fWATU'O. 5mlCS*U 3-3-K7>n^> 
2 0 ^ K &7)cR^# '^A5mg fcJnx-fco MUKX 1 2 B#H^#^ KJfcifc 
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MS m/e (ESI) 349 (MH+-CF3COOH) 
[0 0 6 2 J 

M&M^ — 17- -2-^np-«-^y-fi- fbf^^y 

>-\-j)V) -7, 8-y> KP7'') >- Q -^Vli» 
[ft 3 6] 



H 




OH 



4- [7- (2-7^;W -2-^nn-8-t + V-8, 9-vl^Kn- 
mg£N, N-y^fWA7^ K0. 5mlWU t -7 

MS m/e (ESI) 365(MH+-CF 3 C00H) 
[0 0 6 3] 

mtma i- (2-^~;m -2-^0-9- ^-7 T ^x^ - 
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4- [7- (2-7*-)V) - 2- ^on-8-^V-8, 9-ykKn- 
7H--7*) fr] t -yf^x^riV 8 

) ^>-tf>2 0^1, A 5mg£2nix.fc<, MSCT12B#FM# 

MS m/e (ESI) 41KMH+-CF3COOH) 
[0 0 6 4] 

0 T7- (2 --7"-f--;p) -2-^nn-8-^jpv-6- (bf^*7 
-7. 8 -yEKD-/')>-9-^ji,l Z±_b=JlJ2Jk hJi 

[^3 8] 



H 




4- [7- (2-y'^--)U) -2-^nn-8-t^7-8, 9-yHKn- 
mg£N, N-y^f;V*^A7^ F0. 5mli:i)»U ^n^r-th-H; 
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^-^1 47/ 



)V 2 0 fx U $k-fcBmJi 'j u A 5 m g /SrjfJD^T^o M^tCT 1 2 Ifffiflt, KJS 

MS m/e (ESI) 346 (MH+-CF3COOH) 
[0 0 6 5] 

mMMl 1 2~ [7- (2--7^~)V) -2-^nn-s-^4v-fi- fbf 



4- [7- (2-7^-;i0 -2-^nn-8-t^V-8, 9-yHKn- 
7H-7°'J>-6-^;l/] VUi?>-rl t-rf;i/x^f^8 
mg£N, N-y7f;l/^;VA7^ K0. 5ml}:?#iU 2-rn^7-feh7 
^ K 5 m g > ^Tfc^K* '^A5mg * iDx.fc 0 IfiiCT 12 H$m4t&& BUB 

MS m/e (ESI) 364 (MH+-CF3COOH) 
[0 0 6 6] 

mmm 1 ] 

[0 0 6 7] 

DPP I VMFflUHO«J5£ 

(50mM Tris-HCl pH7.4, 0. 1% BSA) KT^WKJ: 0 # e> tufc D P 



[ft 3 9] 




H 

N 
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2002-352186 *J • 48/ 

P - I VSr 1 Om///mLf:^SJ;^MU 1 1 0 M \ffiMLfz 0 

hzm^l 5/u imnLfzfe, ^-e2 0^r/^-y 3 >U 2mMlC 
^L7tGly-Pro-p-nitroanilide?r2 5^ 1 (fltll-aijg 0 . 3 3mM) jUDiT', 

^K^^PB^LTto rj5Ei^m«2 o^u in v ymm$.2 5 // 1 mz.* 

RJBZ&ikLtio 0 5 n m K£*t £$J;eU mmR^mmm^ 

*IC 50 *ifflL/;o 
[0 0 6 8] 

mi] 





T C 


5 0 v H SVLJ 




0. 


2 4 0 




0. 


0 8 6 4 




0. 


3 2 5 




0. 


19 9 




0. 


2 14 




0. 


0 0 2 9 2 




0. 


13 2 




0. 


2 5 9 




0. 


0 14 8 


i o 


0. 


2 12 


Hife^j i i 


0. 


16 3 



[0 0 6 9] 

mmm 2 j 

5E#v^xoittMBtcWf*3tt* (in v i v ofSlfc) 

Ifclfcf&fcUMi, T^^^t7tffl*-e, 0. 5 %^;Hr;vn-^ (mc) 
«L£ C i^tM^RltNVP DPP 7 2 8 (#H#SH 011155* 
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^-> ? : 49/ 



.) vmrnmb l < mmtrnM-cbzo. 5%Mc^io m L/k g ^ 

[0 0 7 0] 

^^JC^J^NVP DPP 7 2 8<7)^4itii:^;i/3-^i^ot4il^ 

i«t3o, 6o. 120^^, mmmrx^^xommm^mjj^m^ 
frizmitsLZ-tt&o tti o^lotu it^ico. 6 Mi&tiif ^ i 4 o 

// L ^^i-^> 0 &>k$>m ( 1 5 0 0 g , 10^ 4 t\ ^*P^«G S - 6 K 
[0 0 7 1] 

0. 5 % MCv#$E, NVP DPP 7 2 S^^lM^O^iCo^ 
T\ ^n-xS^^ 1 2 O^lT'OjIi-litllillTIf (AUC 0 - 
120;Area Under the Curve) ^^tH Lfz 0 0 . 5 %M 
CM4^AUC 0 -12 0*10 0%, NVP DPP 7 2 8 (lOmg 
/kg) M^AUC 0 -i2 0^0%tLf^#^ ^l&ft^O»liit£& 

[0 0 7 2] 

»Mf^#E (%) = (tM^f^AU Co-120-NVP DPP728 
(I0mg/kg) K4i^AUC 0 -i2o) / (0. 5% MCv#^#^ 
OAUC o- 1 2 0-NVP DPP 7 2 8 (1 Omg/k g) M^AUC 
0-1 2 0) XI 0 0 

[0 0 7 3] 

*mJMb&We&2>mM 1 , 3 yk Kn->f ^ ^V'-^il^-fk^^^^^ 
. ±fe<7) i n v i v ommz iot, mn&^lzX *K 1-10 (mg/kg 
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: 50/E 



*ftmfc «t «9 , d p p i vRa#f^ffl^^i~ i , 3ytKn-^ y^-^m&m 
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#M 200 2 - 352186 



mm 

mm] mtitzDPPiv mmm ^-rmmt^m^m^o 

Hbi] 



[ft 2] 



* ; Xlli, IM^tLT^TUv^C 2 - 6 T^^^^t^Mt-S ; 
;R x > R 2 > R 3 i3<ty f X2(i^^WtetTttmS^^rLTV^T^J:v^C 
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EM(«] 

[#a±l 

[¥«ft|jEl] 

BMW 

[ft*] 
[ft*] 



2002-352186 ^- 5; ; i/e 

EP02YIL041 
¥$15^11 J? 28 0 

#M2002-352186 
000000217 

100102978 

»7K Wife. 



^ti^ < IfTfTtZtft 4-9-1 0 ?4 7X?^T3Ht-fcF- 2 
0 5 

mm 

t£i&&±WfiZJ3 1 to 2-20-22 
2 0 2f 

Will i£- 

3fcttIfto < (fHT^X«2 Tg 2 3-5 * 302 
±1R 
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#120 0 2-352 186 ^~>r 



tfi=tfilOff #12002-352186 

50301962573 

ta^f n *#c 7475 

fWB ¥i&16^ 3 J! 4 0 



mmxizmmi 



000000217 

m^^E/hSJII 4TB 6f 1 Of 
100102978 

»<^±ir tmbt l-i-i m$k~=> < tf fer;v 6 
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1/E 




¥J&16^ 3J! 10 



#^2002-352186 



000000217 



[ft a A] 



100102978 



[ttOftMFg&tffi H ] ¥^15^11 B 28 B 



* v^-^-kj rwjn M-j r±is i^hj o4^*Ett 
-kj r&a **j rwjn m^j r^ffl ft^j mit s 

J r UUMBF -4-J T#± *J ©S^tUHLTLiofcft-C* 
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#M 2 0 0 2 



-352186 



i&ffixitmm} 

[ftSA] 



#M 2 0 0 2 -3 
50400329 

3 n 



5 2 18 6 
1 8 6 

7 4 7 5 

4 B 



000000217 

J^8BtJCI2/M5Jll4Tl 6f 1 0-^- 
100102978 

3S*ftiH±iit7friOT l-i-i wifeo < are/u 6 

Mr WTKSB^tt*^ 
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» 



^ s<-~y : i/E 

■ 2 0 0 2 - 3 5 2 1 8-6 ^ 



as » a 



MJ#-5§- [000000217] 
1 . ^H^fl B 1990^ 8^290 

ft M rai»MI4Tg6f 1 Of 



mSE#f miE#2 0 0 3 - 3 1 0 9 4 8 5 



